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- phenyl or thien^^e^c^of which is substituted with 1 to 3 halogen atoms 
(when substituted with 2 or 3 halogen atoms, the halogen atoms may be 
identical or different,). 

in the compound of the general Formula (I) is preferably a group 
5 represented by the general Formula (iDl more preferably, a group represented 
by the general Formxila (II) wherein n is 2, m is 2, and X is a group 
represented by N-R^e or C{'K^'^)'R^l still more preferably, 4-(piperidin-l- 
yl)piperidin-l-yl, 4-propylpiperidin-l-yl, 4-cyclohexylpiperazin-l-yl, or 4- 
propylpiperazin- 1-yL 

10 (2) The pharmaceutical composition according to (l) wherein is 

phenyl or thienyl, each of which may be substituted with 1 to 3 halogen atoms 
(when substituted with 2 or 3 halogen atoms, the halogen atoms may be 
identical or different); R2 is a group represented by the general Formula (11), 
(wherein n is 2, m is 2^ and X is a group represented by N-R26 or C(-R27)-R28); 

15 and Ar* is phenyl or pyridyl, each of which may be substituted. 

(3) The pharmaceutical composition according to (l) or (2), wherein the 
pharmaceutical composition is used as a therapeutic agent for 
thrombocytopenia, 

(4) The pharmaceutical composition according to (l) or (2), wherein the 
20 pharmaceutical composition is used as a c-Mpl ligand. 

— ^ (5) A 2-aGylaminothiazole derivative represented by the following general 
Formula (V) or a pharmaceutically acceptable salt thereof 
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(V) 



wherein symbols have the following meaning, 

Ar2: a group represented by Ar^ as described in (l), with the proviso 
that ihddl-2-yl is excluded, 

a group represented by as described in (l), 

a group represented by R^ as described in (l), with the proviso that 
a group represented by the general Formula (TV) is excluded, 

Ar^ in the compound of the general Formula (V) is preferably phenyl or 
monoirjrciic aromatic heterocycle, each of which may be substituted; 

more preferably, phenyl or pyridyl, each of which may be substituted; 

still more preferably, phenyl which is imsubstituted at 2- and 6- 
positions, substituted with -H, -F, -CI, or Br at 3-position, substituted with :F, 
-Gl, or -Br at 5-position, and substituted at 4-position, or pyxidin-S-yl which is 
unsubstituted at 2- and 4-positions, substituted with F, -CI, or -Br at 5* 
position, and substituted at 6- position; 

most preferably, phenyl substituted at 4-position with a substituent 
groupi selected &om the group consisting of -Q RY, -NH-RY optionally 
substituted piperidin-l yl and optionally substituted piperazin l-yl, or 
pyridiu-a-yl which is substituted at 6-positibn with a substituent group 
selected from the group consisting of O RY, -NH RY optionally substituted 
piperidin* 1-yl and optionally substituted piperazin- 1-yL 

R3 in the compound of the general Forinula (V) is preferably phenyl or 
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wherein symbols have the following meaning. 



Ar^: a group represented by Ar* as described in (l), with the proviso 



that iiidol-2-yl is (excluded. 
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R*: a group represented by as described in (l). 



R4: a group represented by as described in (l), with the proviso that 
a group r^epresented by the general Formula (IV) is excluded. 
^ Ar2 in the compound of the general Formula (V) is preferably phenyl or 



still more preferably, phenyl which is unsubstituted at 2- and 6- 
positions, substituted with H, F, CI, or Br at 3-position, substituted with :F, 
-CI, or -Br at 5-position, and substituted at 4-position, or pyTidin-3-yl which is 
unsubstituted at 2- and 4-positions, substituted with -F, CI, or -Br at 5- 
.15 position, and substituted at 6* position; 

most preferably, phenyl substituted at 4-position with a substituent 
group selected from the group consisting of O RY NH RY optionally 
substituted piperidin l yl and optionally substituted piperazin l yl, or 
pyridU;i-3-yl which is substituted at 6-positidn with a substituent group 
20 selected from the group consisting of O RY, NH RY, optionaUy substituted 
piperidin- l yl and optionally substituted piperazin* 1-yL 

R3 in the compound of the general Formula (V) is preferably phenyl or 



monocyclic aromatic heterocycle, each of which niay be substituted; 

more preferably, phenyl or pyridyl, each of which may be substituted; 
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wherein symbols have the following meaning, 

Ar2: a group represented by Ar* as described in (l), with the proviso 
that indol-2-yl is excluded, 

y a group represented by as described in (l), 

a group represented by R^ as described in (l), with the proviso that 
a group represented by the general Formula (TV) is excluded. 

Ar2 in the compoimd of the general Formxda (V) is preferably phenyl or 
monocyclic aromatic heterocycle, each of which may be substituted; 

more preferably, phenyl or pyridyl, each of which may be substituted; 

still more preferably, phenyl which is unsubstituted at 2* and 6- 
positions, substituted with -H, -F, -CI, or -Br at 3-position, substituted with :F, 
-CI, or -Br at 5-position, and substituted at 4-position, or pyridin-3-yl which is 
unsubstituted at 2- and 4-positions, substituted with -F, -CI, or -Br at 5- 
PQsition, and substituted at 6* position; 

most preferably, phenyl substituted at 4'position with a substituent 
g^up selected from the group consisting of -Q-RY -NH-RY optionally 
substituted piperidin-l-yl and optionally substituted piperazin-l-yl, or 
pyridin-3-yl which is substituted at 6-positibn with a substituent group 
selected from the group consisting of O RY, -NH RY optionally substituted 
piperidin-l*yl and optionally substituted piperazin-l-yL 

R3 in the compound of the general Formula (V) is preferably phenyl or 

10 
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The present invention relates to the following aspects (l)'^(l7). 
(1) A pharmaceutical composition for increasing the nxmiber of 
platelets comprising a 2-acylaminothiazole derivative represented by the 
. following general Formula (1) or a pharmaceutically acceptable salt thereof as 
5 an active ingredient' 



wherein symbols have the following meanings' 
Ar^- aryl, monocyclic aromatic heterocycle, or bicyclic condensed 
heterocycle, each off which may be substituted (with the proviso that when 

10 is aryl or pyridyl, each of which may be substituted with one or more groups 
selected from the group consisting of lower alkyl, -CO lower alkyl, -COO-lower 
allsyl, -OH, -O-lower aWsyl, OCO-lower alkyl, and halogen atom, and R2 is a 
group represented by the following general Formula (11); Ar^ is not phenyl or 
pyridyl, each of which may be substituted with one or more groups selected 

15 from the group consisting of lower alkyl, -CO'lower alkyl, COO lower alkyl, - 
GH, -O-lower alkyl, OCO lower alkyl, and halogen atom.), 
^ R*- aryl or monocyclic aromatic heterocycle, each of which may be 
substituted, 

R2: a group represented by the following general Formula Ql), (llO or 

20 dV): 
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wherein symbols have the following meaning, 

Ar^: a group represented by Ar^ as described in (l), with the proviso 
that iiidol-2-yl is excluded, 

R3: a group represented by as described in (l), 

R"^* a group represented by R2 as described in (l), with the proviso that 
a group represented by the general Formxda (IV) is excluded. 

Ar2 in the compound of the general Formula (V) is preferably phenyl or 
monocyclic aromiatic heterocycle, each of which may be substituted; 

more preferably, phenyl or pyridyl, each of which may be substituted; 

still more preferably, phenyl which is unsubstituted at 2- and 6* 
positions, substituted with H, -F, CI, or Br at 3-position, substituted with :F, 
^Cl, or -Br at 6-position, and substituted at 4-position, or pyridin-3-yl which is 
unsubstituted at 2- and 4-positions, substituted with -F, -CI, or -Br at 5- 
pQsition, and substituted at 6- position; 

most preferably, phenyl substituted at 4-position with a substituent 
group selected from the group consisting of -Q-RY -NH-R^, optionally 
substituted piperidin-l-yl and optionally substituted piperazin^l-yl, or 
pyridin-S-yl which is substituted at 6-positibn with a substituent group 
selected from the group consisting of O RY, -NH R^, optionally substituted 
piperidin- 1-yl and optionally substituted piperazin- 1-yL 

— R3 in the compound of the general Formula (V) is preferably phenyl or 
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thienyl, each of which may be substituted; more preferably, phenyl or thienyl, 
each of which may be substituted with one or more groups selected &om the 
group consisting of halogen atom and trifluoromethyl; still more preferably, 
phenyl or thienyl, each of which is substituted with 1 to 3 halogen atoms 
5 (when substituted with 2 or 3 halogen atoms, the halogen atom may be 
identical or different.) 

in the compound of the general Formula (V) is preferably a group 
represented by the general Formula (II), more preferably a group represented 
by the general Formula (ID wherein n is 2, m is 2, and X is N-R2« or C-(R27)- 
10 R^; still more preferably, 4-(piperidin-l'yOpiperidin-l-yl, 4-propylpiperidin-l- 
yl, 4-cyclohexylpiperazin-l-yl, or 4-propylpiperazin-^l-yL 

(6) The compound according to (5), wherein Ar^ is phenyl or monocychc 
aromatic heterocycle, each of which may be substituted. 

(7) The compound according to (6), wherein R^ is phenyl or thienyl, 
15 each or which may be substituted; R^ is a group represented by the general 

Formula (II); Ar^ is phenyl or pyxidyl, each of which may be substituted. 

(8) The compound according to (7), wherein n is 2, m is 2, and X is a 
group represented by N'R^ or C(-R2^)'R28 

(9) The compound according to (8), wherein R^ is phenyl or thienyl, 

20 each of which is substituted with 1 to 3 halogen atoms (when substituted with 
2 or 3 halogen atoms, the halogen atoms may be identical or different.). 

(10) The compoimd according to (9), wherein R^ is 4 (piperidin-l- 
yDpiperidin-l-yli 4-prppylpiperidin-l yl, 4-cyclohexylpiperazin-l yl, or 4* 
propylpiperazin* lyL 



11 




wherein symbols have the following meaning, 

Ar^- a group represented by Ar^ as described in (l), with the proviso 
that indol-2-yl is excluded, 

a group represented by Ri as described in (l), 

— > R"*- a group represented by R^ as described in (l), with the proviso that 

a group represented by the general Formula (IV) is excluded, 

Ar^ in the compound of the general Formula (V) is preferably phenyl or 
monocyclic aromatic heterocycle, each of which may be substituted; 

more preferably, phenyl or pyridyl, each of which may be substituted; 

still more preferably, phenyl which is unsubstituted at 2- and 6- 
pdsitions, substituted with -H, -F, -CI, or Br at 3-position, substituted with -F, 
-CI, or -Br at 5-position, and substituted at 4-position, or pyridin-3-yl which is 
unsubstituted at 2- and 4-position8, substituted with -F, -CI, or -Br at 5- 
PQsition, and substituted at 6- position; 

most preferably, phenyl substituted at 4*position with a substituent 
group selected &om the group consisting of -Q-RY -NH^RY optionally 
substituted piperidin-l-yl and optionally substituted piperazin-l yl, or 
pyridin-3-yl which is substituted at G positibn with a substituent group 
selected from the. group consisting of O RY NH RY optionally substituted 
piperidin- 1-yl and optionally substituted piperazin- 1-yL 

R3 in the compound of the general Formula (V) is preferably phenyl or 

10 




The present invention relates to the following aspects (l)'-(l7). 



(l) A pharmaceutical composition for increasing the number of 



platelets comprising a 2'acylamixiothiazole derivative represented by the 
following general Formula 03 or a pharmaceutically acceptable salt thereof as 
5 an active ingredient- 



wherein symbols have the following meanings* 
Ar^- aryl, monocyclic aromatic heterocycle, or bicychc condensed 
heterocycle, each of which may be substituted (with the proviso that when 
10 is aryl or pyridyl, each of which may be substituted with one or more groups 
selected from the group consisting of lower alkyl, -CO lower alkyl, "COO-lower 
alkyl, -OH, -O-lower alkyl, -OCO lower alkyl, and halogen atom, and R2 is a 
group represented by the following general Formula (II); Ar^ is not phenyl or 
P3aidyl, each of which may be substituted with one or more groups selected 
15 from the group consisting of lower alkyl, CO lower alkyl, COO lower alkyl, ' 
OH, -O-lower alkyl, -OCO-lower alkyl, and halogen atom.), 

Ri* aryl or monocychc aromatic heterocycle, each of which may be 
substituted. 




,2 



(I) 



O 



R2: a group represented by the following general Formula (11), (lH) or 



20 dv): 
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X — (CR^^^)n . 

\ \ G \ 

{CR^^)m R^-^^\ ^^^^ 

(II) (III) (IV) 

wherein symbols have the following meanings- 

n- an integer of 1 to 3, 
m- an integer of 1 to 3, 
5 (when n or m is an integer of 2 or more, CR^^R^^ and CR22R23 may be 

identical or different.) 

X: O, S, or a group represented by N-R2e or C(-R27)-R28, 
E, G, J, L- independently N or a group represented by C-R^, with the 
proviso that at least one of them is C^R^^, 
10 R2», R2i, R22, R23^ R26^ R27^ R28^ wMch may be identical or different - 

H; -OH; -O lower alkyli optionally substituted lower allyl; optionally 
substituted cycloalkyL optionally substituted aryl; optionally substituted 
arylalkyl; optionally substituted aromatic heterocyclei optionally substituted 
aromatic heterocyclic alkyl; optionally substituted nonaromatic heterocycle; 
15 optionally substituted lower alkenyl; optionally substituted lower all^Udene; - 
COOH; -coo-lower alkyl; COO lower alkenyl; COO lower alkylene aryt - 
COO lower alkylene-aromatic heterocycle; carbamoyl or amino, each of which 
may be substituted with one or more groups selected from the group 
consisting of lower alkyl and cycloalkyl, each of which may be substituted 
20 with halogen, OH, G lower alkyl, or O aryl; NHCO lower alkyl; oroxo. 

R24, R25: which may be identical or different, H, optionally substituted 
lower alkyl, optionally substituted cycloalkyl, or optionally substituted 
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thienyl, eacli of whick may be substitutedrmore preferably, phenyl or thienyl, 
each of which may be substituted with one or more groups selected from the 
group consisting of halogen atom and trifluoromethyL still more, preferably, 
phenyl or thienyl, each of which is substituted with 1 to 3 halogen atoms 

5 (when substituted with 2 or 3 halogen atoms, the halogen atom may be 
identical or different.) 

|. — > in the compoxmd of the general Formula (V) is preferably a group 

represented by the general Formula (II), more preferably a group represented 
by the general Formula (II) wherein n is 2, m is 2, and X is N-R^^ or C-(R27)- 

10 R28; still more preferably, 4'(piperidin-l-yl)piperidin-l-yl, 4-propylpiperidin-l- 
^-i^yl, 4-cyclohexylpiperazin-l-yl, or 4-propylpiperazin-l-yL 

(6) The compound according to (5), wherein Ar^ is phenyl or monocyclic 
aromatic heterocycle, each of which may be substituted. 

(7) The compound according to (6), wherein R3 is phenyl or thienyl, 
15 each or which may be substituted; R^ is a group represented by the general 

Formula (II); Ar^ is phenyl or pyridyl, each of which may be substituted. 

(8) The compound according to (7), wherein n is 2, m is 2, and X is a 
group represented by N R^ or C(-R27)-R28, 

(9) The compound according to (8), wherein R^ is phenyl or thienyl, 

20 each of which is substituted with 1 to 3 halogen atoms (when substituted with 
2 or 3 halogen atoms, the halogen atoms may be identical or different.). 

(10) The compound according to (9), wherein R^ is 4-(piperidin'l- 
yl)piperidin-l-yli 4-propylpiperidin-l-yl, 4-cyclohexylpipera2in-l yl, or 4- 
propylpiperazin* l*yl. 
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Table! 



Application No. 



JP Priority App. No, 
2002-10413 



Page/line 



Page 9, lines 
Ml 



Subistituent 



Scope 



which may be identical or different, ^H; -OH; -0-lower 
alkyi; optionally substituted lower alkyl; optionally 

substituted aryl; 

- optionally substituted 

aromatic heteroeycle; ] 



^; optionally substituted nonaromatic 

heteroeycle?; lower alkenyi; lower alkylidene; -COOH; - 
COO-lower alkyl; -COO-lpwer alkenyi; -COO-lower 
alkylene-aiyl; -(X)0-lower alkylene-aromatic 
heteroeycle; carbamoyl or amino, each of which may be 
substituted with one or more groups selected from die 
group consisting of lower alkyl which may be substituted 
with halogen, -OH, -O-lower alkyl, or -O-aryl, and 
cycloalkyl; -NHCO-lpwer alkyl; and oxo. 



JP Priority App. No, 
2002-10447 



Page 8, line 
13, to page 9, 
lineS 



WW 



which may be identical or different, -H; -OH; -O-lower 
alkyl; optionally substituted lower alkyl; optionally 

substituted aryl; 
l^^^^jUysubstituted 



aromatic heteroeycle: 

I ■niniKiM— i««iimi» .III. 111,. . ■ .1. II E— — aMa>a»— Wtffc^ 

[; optionally substituted nonaromatic 



heteroeycle; lower alkenyi; lower alkylidene; -COOH; - 
COO-lower alkyl; -COO-lower alkenyi; -COO-Iower 
alkylene-aryl; -CX>0-lower alkylene-aromatic 
heteroeycle; carbamoyl or amino, each of which may be 
substituted with one or more groups selected from the 
group consisting of lower alkyl which may be substituted 
with halogen, -OH, -0-lower alkyl, or -O-aryl, and 
cycloalkyl; -NHCQ-lower atkyl; and oxo. 



U-S. 10/500,964 



Amended 
claims 5 and 
37 



is independendy selected from the group consisting of - 
H; -OH; -O-lower alkyl; optionally substituted lower 
alkyl; optionally su^titi^^ 
substituted aiyl; ^^ p^ ^^^^^^^^ 

^^B^^^^^^^^^^^^ ^^l^ : optionally 
substituted nonaromatic heteroeycle; lower alkenyi; 
lower alkylidene; -COOH; -COO-lower alkyl; -COO- 
lower alkenyi; -COO-lower alkylene-aryl; -COO-lower 
alkylene-aromatic heteroeycle; carbamoyl or amino, each 
of which may be substituted with one or more groups 
selected from the group consisting of lower alkyl which 
may be substituted with halogen, -OH, -O-lower alkyl, or 
-O-aryl, and cycloalkyl; -NHCQ-lower alkyl; and oxo. 
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Table n 



Application No. 



Page/line 



Subsdtuent 
TT 



Scope 



JP Priority App. No, 
2002-10413 



Page 9, lines 
l-ll 



which may be identical or different, — H; -OH; -0-rlower 
alky I; optionally substituted lower alkyl; optionally 
substitute d cycloalkyl; optionally substituted aryl; 
1^^^^^ ^^^^^^^^^ ; o p tionally substituted 
aromatic hetero cycle; ^^^^^^^^^^1 
Bmi^^BH^ : optionally substituted nonaromatic 
hetcFOcycle; lower alkenyl; lower alkylidene; -COOH; - 
CbO-lower alkyl; -COO-lower alkenyl; -CX)0-lower 
alkylene-aryl; -COO-lower alkylene-aromatic 
heterocycle; carbamoyl or amino, each of vdiich may be 
substituted with one or more groups selected from the 
group consisting of lower alkyl which may be substituted 
with halogen, -OH, -O-lower alkyl, or -O-aryl, and 
cycloalkyl; -NHCO-lower alkyl; and oxo. 



JP Priority App. No. 
2002-10447 



Page 8, line 
13, to page 9, 
line3 



which may be identical or different, — H; -OH; -0-lower 
alkyl; optionally substituted lower alkyl; optionally 
substitute d c ycloalkyl; op tionaUy substituted aryl; 
^^^^ij^^^ ^^^^^^l^; optionally substituted 
aromatic heterocycle; ^^^^^ ^^MlM ffl 

optionally substituted nonaromatic 
heterocycle; lower alkenyl; lower alkylidene; >C0OH; - 
COO-lower alkyl; -COO-lower alkenyl; -COO-lower 
alkylene-aryl; -COO-lower alkylene-aromatic 
heterocycle; carbamoyl or amino, each of which may be 
substituted with one or more groups selected firom the 
group consisting of lower alkyl which may be substituted 
with halogen, -OH, -O -lower alkyl, or -O-aryl, and 
cycloalkyl; -NHCO-lower alkyl; and oxo. 



U.S. 10/500,964 



Amended 
claims 5 and 
37 



is independently selected from the group consisting of — 
H; -OH; -O-lower alkyl; optionally substituted lower 
alkyl; optionally substitute d cycloalkyl; optionally 
substituted aryl; ^^^^^^^^^^^^^^^^^^^ 
^^^^^^^^^^^^^^^^^^^^ clc; i^ ^^^ 

substituted nonaromatic heterocycle; lower alkenyl; 
lower alkylidene; -COOH; -COO-lower alkyl; -COO- 
lower alkenyl; -COO-lower alkylene-aryl; -COO-lower 
alkylene-aromatic heterocycle; carbamoyl or amino, each 
of which may be substituted with one or more groups 
selected from the group consisting of lower alkyl which 
may be substituted with halogen, -OH, -O-lower alkyl, or 
-O-aryl, aiid cycloalkyl; -NHCO-lower alkyl; and oxo. 



.1 

Afper«l»K I> 



US 2004/0077697 Al Apr. 22, 2004 
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platelet increasing activity. As a result, it has been fouod that 
a novel 2-acylamiaothiazDle derivative, has a superior plate- 
let iocreasing activity, leading to. aocomplishmcot of the 
inveatioa. 

fOOlS] The compound of the invention is a 2-acylaaii- 
oolhiazDle derivative structurally characterized in that an 
acyUmioo group is substituted at the Z-position theicof and 
that a oitfogen atom of a nitrogen-containing heieiocycle is 
directly, bound to the 5-positioa theceof. Further, the com- 
pound of the invention is phannaoologically characterized 
by having a platelet increasing activity based on a mega- 
karyocyte colony formation promoting action. 

[001^ . Specifically^ according to the invention, there is 
provided a 2-acylamiaothiazDlc derivative represented by 
the following general fonnula (I) or a pharmaceutically 
icoeptable salt thereof which is usefol as a therapeutic agent 
for thrombocytopenia. 




[0017] la tlie formula, the symbols have the following 
meanings: 

[0018] At represents phenyl or pyridyl, each of which may 
be substituted with one or more groups sclccled from the 
group consisting of lower alkyl, — CO-lower alkyl, — CX>0- 
lower alkyl, — OH, — O-Iower alkyl. — OCO-kiwer alkyl, 
and halogen; 

[0019] R* represents aryl or pyridyl. each of which 
oiay be substituted with one or more groups selected 
from the group consisting of lower alkyl, — CO- 
lower alkyl, — <X)0-k>wcr alkyl, —OH, — 6-lower 
alkyl, — OOO-lowcr alkyl, and hatogco; 

[0020] represents a group selected firom the group 
consisting of —H, —OH. — COOH. — OOO-lower 
alkyl, carfjamoyl which may be substituted with one 
or two k>wer alkyls, amino wfa ich may be substituted 
with one or two lower alkyls, and cyclic amino, 
pfovided that one or more of this group may be 
present on the ring; 

[0021] —X— represents — CH^ O S— 

or->N(R;*)— ; . . 

[0022] represents optkinally substituted lower alkyl, 
cycloalkyl, optionally substituted aryl, optionally substituted 
aryl-bwer alkyl, optionally substituted hctcroaryl, option- 
ally substituted heteroaryl- lower alkyl, —CO-lower alkyl, 
^O00-k>wer alkyl, or carbamoyl which may be substituted 
one or two lower alkyls; and 

[0023] n represents an integer of from I to 3. 

[0024] Compounds represented by the foregoing general 
formula (I), wherein X represents — N(R^) — , and n is 2 or 
3, or pharmaceutically acceptable salts thereof are prefer- 



able. Compounds represented by the foregoing general for- 
mula (I), wherein X represents — N(R^') — , n is 2 or 3, and 
Ar represents phenyl or pyridyl, each of which may be 
substituted with one or more groups selected from the group 
consisting of — OH, -^-lower alkyl, and — OCO-krwer 
alkyl, or pharmaceutically aoc^table salts tfaeieof are more 
preferable. Particularly preferred examples iodude: 

[0025] 3,5-dimethoxy-N-(5-morpholin-4-yl-4-phc- 
nyithiazol-2-yl)benzamide, N-[5-{4-cyclohcxylpip- 
enzin-l-yO'4^4-fluorQpheayl)thiazol-2-yl]-2-m 
ethoxyisooiootinamide, 

[0026] 3-chloro-N-[5-<4-cycloheKylpiperazin-l-yl)- 
4-(4-fluorophenyl)thiazol-2-yl]-4-hydroxybenza- 
mide, 

[0027] 3,5<<lifflethoxy-N-(5-piperidin-l -yM-pyri- 
din-4-yithiazDl-2-yl)benzam ide, or 

[0028] 4-{[5-(4-cyclohexylpiperazin-l-ylH-phe- 
nyhfaiazol-2-yl]cari>amoyi}ph enyl accute, or 

[0029] pharmaceutically acceptable salts thereof 

[0030] Further, according to the inventksn, there is pro- 
vided a pharmaceutical composition comprbing, as an 
active ingredient, a compound represented by the foregoing 
general formula (I); a compound represented by the forego- 
ing general formula (I), wherein X represents — N(R^) — , 
and n is 2 or 3; a compound represented by the foregoing 
general formula (1), wherein X represents — i^(R^) — ^ n is 2 
or 3, and Ar represents phenyl or pyridyl, each of which may 
be substituted with one or more groups selected from the 
group consisting of — OH, — 0-lower alkyl, and — OCO- 
lower alkyl; or a pharmaceuticalty acceptable salt thereof. 
Concretely, the foregoing pharmaceutical composition is a 
pharmaceutical compositioo as a megakaryocyte colony 
forming promoter, a pharmaceutical composition as a plater ' 
let increasing agent, or a pharmaceutical composition as a 
therapeutic agent for thrombocytopenia. 

[0031] The cornpounds of the invention will be further 
described below. 

[0032] In this description, the term "lower alkyl" means a 
linear or brandied carbon chain having from 1 to 6 carbon 
atoms (Cj^, and specific examples include methyl, ethyl, 
propyl, isopropyl; butyl, teit-butyl, pentyl, neopentyl, and 
hexyl, etc. Of these are preferable C1.3 alkyls indudirig 
mediyl, ethyl, propyl and isopropyL Examples of the sub- 
stituent acceptable in the "optionally substituted tower 
alkyl" for R^ include — O-lower alkyl and — ^-aryl, etc. 

[0033] The term **aryr means an aromatic ring comprising 
carbon atoms and is preferably a monocyclic to tricyclic 
aromatic ring having from 6 to 14 carbon atoms (C^jJ. 
Specific examples include phenyl and naphthyl, with phenyl 
being preferred. Exarnpfes of the substituent acoepuble in 
the "optionally substituted aryl" and "optionally substituted 
- aryl-lower alkyl" for R^ include tower alkyl. — 0-tower 
alkyl, halogen, nitro, and cyano, etc. 

[0034] The term "heteroaryl" means a monovalent group 
of a monocyclic to tricydic -aromatic ring having one or 
more hetero atom such as nitrogen, oxygen, and sulfiu, and 
specific examples include pyridyl, pyrazyl, pyridazyl, pyr- 
rolyl, imidazolyl, tbienyC furanyl. thiazolyl. oxazolyl, 
indolyl. quinolyl, and benzothiazolyl, etc. Examples of the 



